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SPONTIN AND VANCOCIN 





ch). Ristocetin (Spontin-Abbott) and vancomycin (Vancocin- Lilly) are two rela- 

20s. tively new antibiotics administered by intravenous infusion and useful in the 
hospital treatment of severe infections, particularly those caused by resistant 

ted staphylococci. Spontin and Vancocin are similar in antibacterial spectrum. In 
addition to staphylococci, they are effective against such gram-positive organ- 

e isms as streptococci, pneumococci, enterococci, clostridia (tetani and welchii) 
and the corynebacteria (diphtheria). Neither has been found effective against 
infections caused by gram-negative bacilli or the meningococcus organism. No 
cross resistance between these and other antibiotics has been demonstrated to 
date. 


ne. ADMINISTRATION - Neither is absorbed from the gastrointestinal tract, 

2 and they must therefore be administered intravenously (both cause too severe 

, local irritation to permit intramuscular administration). Vancocin produces 

Lg bactericidal levels in the pleural, pericardial, ascitic and synovial fluids; it 

'e- appears in the spinal fluid only where inflamed meninges result in increased 

> permeability. Vancocin also appears in the bile in significant concentration 
after intravenous administration (J.-E. Geraci, etal., Proc. Staff Meetings, 
Mayo Clinic, 31:564, 1956). With both drugs, either intermittent or continuous 
infusion can be employed. Intermittent infusion gives higher peak levels, and 

in some instances satisfactory therapeutic results have been obtained where con- 
tinuous infusion failed (R.B. Terry, Communication, N.E. J. of Med., 260: 143, 
1959). 








arc ia 


; The average daily adult dose with both antibiotics is 2 Gm. In severe cases 
3 to 4 Gm., and in desperate cases even 6 Gm. daily, may be given for a day or 
two; then 2 Gm. until a satisfactory response has been achieved, followed by a 
maintenance dose of 1 Gm. daily. 


SIDE EFFECTS - Both drugs cause a high incidence of superficial thrombo- 
phlebitis, especially with the repeated and prolonged intravenous administration 
that is usually required. Chills, fever, urticarial or macular rash have occa- 
sionally occurred. With extremely high blood concentrations (90 mcg./cc. - a 
level far greater than is needed and much greater than ordinary doses produce) 
evidence of renal irritation and decreased auditory acuity has been noted. Van- 
cocin should rarely be used in patients with reduced renal function; if it must be 
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used, kidney function and auditory acuity should be checked at frequent intervals. | 
No hematologic or hepatic complications have been reported with this drug. 


Spontin, too, may occasionally produce skin rashes and drug fever which 
promptly subside when therapy is withdrawn. Spontin elicited a significant neu- 
tropenia and acute thrombocytopenic purpura without abnormal bone marrow 
changes in eight out of ten patients to whom it was administered (E. J. Gangarosa, 
etal., N.E. J. of Med., 259:156, 1958), but the blood picture promptly re- 
turned to normal when the drug was withdrawn. (A newer, crystalline prepara- 
tion is claimed by Abbott to lessen the incidence of this complication.) Because 
of this possibility, however, patients receiving Spontin should have frequent 
blood studies. No evidence of renal toxicity has been reported. 





Both drugs can be life-saving for problem cases of staphylococcus and other 
infections resistant to the more commonly employed antibiotics. 


PROPHYLAXIS OF POISON-IVY DERMATITIS 





[Note: The Medical Letter has received many inquiries about the use of Aqua 
Ivy (Syntex) for prophylaxis against poison-ivy dermatitis. Because of his unique 
position in this field, the editors asked Dr. Albert M. Kligman, Professor of 
Dermatology at the University of Pennsylvania Medical School, for an evaluation 
of Aqua Ivy and for a brief background statement. Dr. Kligman is the author of 
two comprehensive papers on poison-ivy dermatitis. The first is a review of 
current knowledge; the second includes a report on his three-year study of poi- 
son-ivy hyposensitization using more than 2000 subjects (AMA Arch. of Derm., 
77: 149-180, 1958; and 78:47-72, 1958). Dr. Kligman's statement follows. | 








Repeatedly, over the years, new prophylactic procedures against poison-ivy 
dermatitis have been introduced, and enthusiastic clinical reports have been of- 
fered to support them. Frequently the reports have presented testimonial-type 
data, which can be readily dismissed as evidence of the effectiveness of prophy- 
laxis. So-called "controlled field-data, '' in which a treated group is compared 
with a non-treated one, appear to be more convincing. Nevertheless, such data 
are equally unreliable; too many variables are beyond control, not the least of 
which is the actual degree of exposure. 





An important objective test of the effectiveness of a prophylactic agent is the 
reduction of skin sensitivity to poison-ivy antigen as established by quantitative 
patch tests. Even patch tests can be unreliable, however, if the observer is in- 
experienced or if patch-test sensitivity is judged by reaction to a single concen- 
tration of allergen, rather than to a series of graded concentrations. Only be- 
fore-and-after quantitative patch-testing with graded concentrations of Rhus al- 
lergens can determine whether the product being investigated has reduced the 
original sensitivity. 





A revealing example of the unreliability of field data without quantitative 
patch-testing is found in a study in which 18 highly sensitive volunteers received 
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8 to 10 weekly injections of "placebo'' sesame oil. Although their sensitivity as 
shown by patch tests did not change, 16 stated that they were now immune! 


AQUA IVY - The placebo study was made as a part of a three-year investi- 
gation of various prophylactic treatments. One of the products studied was in- 
jectable Aqua Ivy. Its proponents claimed extraordinary effectiveness with a 
small series of injections. The material was found to be biologically inactive, 
completely harmless, and completely ineffective in many times the recommended 
dosage. Now the same material appears in oral form. The advertising brochure 
summarizes experience in which more than 90% of the users were protected com- 
pletely. Side reactions were virtually non-existent. The recommended dose is 
200 tablets of 0.6 mg. each, or 120 mg. of "'active'' ingredient. I have had no 
personal experience with oral Aqua Ivy except for finding that a paste made from 
it provoked no reaction when rubbed on the skin of poison-ivy-sensitive patients. 
For it to prove useful in prophylaxis would require that it be converted in the 
body into a highly active form equal in effectiveness to far greater amounts of 
known potent antigens. There is no basis for belief that such conversion occurs. 





RESULTS WITH POTENT EXTRACTS - My own experience with potent Rhus 
extracts (1: 100, 000 dilutions cause brisk dermatitis in highly sensitive subjects) 
may be summarized as follows: 





1. Complete desensitization of highly sensitive persons is not possible with any 
dosage. All that can be expected is a reduction in sensitivity (briefer, less 
generalized, less intense attacks, in that order). 

2. With conservative graded dosage a majority of highly sensitive persons will 
develop some adverse reaction (itching, rash, hives, etc.). These reac- 
tions can be minimized by careful, individualized dosage. Side reactions 
are unavoidable if the agent is active. 

3. Appreciable reduction in sensitivity, sufficient to be clinically significant, 
requires at least 500 mg. and usually 1,000 mg. of active material. At 
least twice as much is needed for maximal desensitization. This high dos- 
age makes oral preferable to intramuscular administration. Unless main- 
tenance dosage is continued, sensitivity begins to increase after about 4 to 
6 weeks, and the original degree of sensitivity will be restored, usually in 
6 to 10 months. 











In view of these findings, one must question the value not only of Aqua Ivy, 
but also of other commercial Rhus preparations, parenteral or oral, with the 
small total dosages (usually less than 20 mg.) recommended by the manufacturers. 


TREATMENT - Our experiments showed that typical poison-ivy barrier 
creams or lotions, applied to the skin before exposure, provided little or no pro- 
tection. Washing the affected area with soap and water helped some subjects, 
but only when done within a few minutes after contact with the poison-ivy leaves. 
Not one of 34 topical preparations for aborting poison-ivy dermatitis was of any 
value. The use of active Rhus allergens in the treatment of Rhus dermatitis is 
not only valueless, but is actually hazardous. No special topical therapy (includ- 
ing topical steroids) was found to have any greater usefulness in moderating the 
dermatitis than simple compresses and nonmedicated creams or shake lotions. 
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Antihistamines also proved to be without value. On the other hand, it was found 
that most cases were handsomely benefited by systemic therapy with ACTH (cor- 
ticotropin), or the corticosteroids. 


MORE ON SINGOSERP 





Through its publication Medical News (May 27th issue) Ciba has given wide Vo 
circulation to an "open letter" in which T. F. Davies Haines, president of the 
company, takes strong exception to our appraisal of its antihypertensive drug, 
Singoserp. We regret that space does not permit us to print our full reply (cop- 
ies are available on request). A few items require comment here, however. 
A note in the last issue of The Medical Letter (May 29) pointed out that the 
source of certain information on the side effects of Singoserp was a pamphlet 
published by Ciba itself, not a report by Barbour, etal. (A Ciba official had 
been informed by letter two weeks previously that the Ciba pamphlet was the 
source used, and that a note about it would be carried in The Medical Letter.) 











More important, the Ciba letter claims that we overlooked three published 
reports on Singoserp which, presumably, would have affected our appraisal. The 
first of these, by G.-R. Herrman, etal. (JAMA, Apr. 4, 1959), was received 
after the Medical Letter review of Singoserp went to press. Like earlier stud- 
ies, this one was uncontrolled, and contained no data that would alter the previ- 
ous Medical Letter judgment of Singoserp. The second "report" mentioned in 
the Ciba letter (J.B. Wolffe, Modern Medicine, 26:249, 1958) is a communica- 
tion expressing Dr. Wolffe's opinions on hypertension and antihypertensive drugs 
in general; Singoserp is discussed in one brief paragraph, and no data whatso- 
ever are offered to support the opinions expressed. The third is a report by 
Caldwell and Karjala (Henry Ford Hospital Medical Bulletin, 6:38, 1958) on the 
treatment of 34 cases of hypertension with chlorothiazide and other drugs. Singo- 
serp was used in only two of these cases, in only one by itself. In this one case, 
the authors report, it was "ineffective in lowering. ..blood pressure.'' The Ciba 
letter further says that for ''moderately severe hypertension. ..Singoserp alone 
is not recommended." (The Medical Letter is charged with distortion because 
it noted the very high dosage of Singoserp given to a few patients with ''moderate- 
ly severe hypertension. ") One need go no further than Ciba's own pamphlet on 
Singoserp and its advertisements (N.E. J. of Med., May 14, 1959) to show that 
the company does promote the use of Singoserp alone for both moderately severe 
and severe hypertension. 




















To quote briefly from our letter to Medical News, 'Nothing that Mr. Haines 
says goes to the heart of the matter, namely, the lack of carefully controlled 
double-blind studies...to support the claims of therapeutic benefits and low in- 
cidence of side effects. The Medical Letter did not invent the notion that such 
studies are essential in investigations of the treatment of a condition such as hy- 
pertension, which is known to be markedly affected by emotional factors.... 
We would be happy to be able to advise our readers of sound evidence that there 
is a potent antihypertensive drug with a low incidence of serious side effects. 
Such advice cannot in good conscience be given, however, on the basis of the 
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present evidence for Singoserp." in | 
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